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purified product ready for refolding. 
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Tumour Piotein, TCTP! specifically interacts with p53, a tumor 
suppressor involved in the induction of apoptosis and the normal growth 
regulation of a ce 1 1 . Fortilin also specifically binds MCL1 (Myeloid 
Cell Leukemia 1). Fortilin has the abi 1 .1 ty to prevent apoptosis, which 
may be unregulated in hype r p rod i ferat i ve cells. The present invention is 
directed at compositions and methods involving a Fortilin modulator, 
which can induce apopt. os:s, for the prevent ion, treatment, or diagnosis 
of hyp'C rp ro 1 i f e rat 1 ve diseases and conditions, including cancer and 
atherosclerosis. It is directed also at compositions and methods 
involving Fortilin, which can inhibit apoptosis, for the treatment of 
diseases and condition characterised by apoptosis, including certain 
vascul a r cond i t ions . 
ABFR Le pol ypep>t i de foitiiine (egalomerat ap.pel.-. ptoteine tumotale de- 
regulation cie t r adue- : or. , TCTP! ir:t:era']it sp:: or i i quoment aveo po3, un 
suppiesseui de tumeur int e tver.arit dans J ' induct ion de l'ap'Optose ex. la 
regulation de la -toiss.-moe norma le d'une o-ellule. La foctiLine sc lie 
aussi sp*ci f iquement a M'":,l (leuoo-mie rxyelcide i). La fort i Line est 
capable de prevern r ! ' apept ose , qu: pent etre dereqlec dans des cellules 
hyp-e rp' red i f e rat tves . L' invention • -once t lie des compos.Lt Lons et des 
precedes ccmprenarst un modulateui de f o rt l 1 i ne , capab ! e d'induire 
1 ' ape ptose , p'C>ur prevenir, t ra : t • or ou d l aar. : s 1 1 que r d>-s malaaies ou des 
a f f c-ct i c ns hyperprol i ieivit ives, y compels le cir.ee r et 1 ' athe rose] erose 
; a ins i que des compos it ions et. d» >s precedes oomprenant la fortrlrne, 
oap-able d ' inhiber 1 dp-op: ose, p>oar trai'er des malali>s et affections 
camcterisees par IVipop' ooe, y conpris c-ttaLn^s a f f >• oti ons 
vascul aires. 
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structure of the protein. The increase in reactivity was induced by 
binding of Ca2+ to the single low affinity Ca2 + binding site (site II) . 
The fluorescence increase upon reaction of cTnC with CPM in the absence of 
0a2 t could be fitted with a single exponential equation indicating that 
b:>t h cysteine residues are equally available t o the reagent. Trie reaction 
: :; the presence :>f Ca2 + was biphasic. Analysis of CNBr fragments of cTnC 
Libeled with CPM under various conditions indicated that in the presence 
of Cai'-i th<_- reactivity of Cys-84 is increased while that of Cys-35 is 
slightly decreased. This finding is consistent with the model of Herzberg 
e: al. (Herzberg, 0., Moult, J., and James, M. N . G. (1986) J ■ Biol. Chem. 
2>d, 26 '644 ) .ind the data of Ingraham and Hodges (Ingraham, R. H. , and 
Hodges, R. 3. |1V»88) Biochemistry 27, 5891-5898) , suggesting that the 
Cu.: t- i nduc>_-a conformational change in the N-terminal half of TnC involves 
separation of the helix C from the central helix, the t eby increasing the 
,i .-..'ess:: bi 1 l t y of Cys-84. The slow overall kinetics, however, indicates 
thut the structure in the vicinity of Cys residues is relatively compact 
re'iardl ess of Ca.': K We interpret the increase in reactivity towards CPM as 
consistent with a Ca.:+ - induced exposure of a hydrophobic pocket in the 
vicinity o! Cys-H4. 
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